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I hereby state and declare as follows: 



1. I am a Professor and chief physician at the Department of 
Anaestesiology and Critical Care at Aarhus University Hospital, 
Denmark. 

2. I am a person skilled In the fields of anaestesiology, critical care- and 
pulmonary medicine which with all respect appears from my CV 
(attached). 

3. I am working with clinical and experimental studies to obtain an in depth 
understanding of the pathophysiological mechanisms responsible for organ 
damage in critically ill patients. We are currently conducting a series of 
studies using LPS induced inflammation in pigs to define the role of various 
cytokines (TNF-a!pha, 1U6 and IL10) for the inflammatory response seen in 
these conditions v Importantly, these studies have dennonstrated that it is 
possible to Interfere with the plasma concentrations of cytokines and 
protect against organ damage including the lungs. 

4. I have read the Office Action dated December 14, 2004 and can assure 
you that experimentally inhalation of LPS Is a widely recognized model 
for exacerbations of chronic obstructive pulmonary disease (COPD). 

5. COPD is a chronic progressive disease associated with exacerbations. 
An exacerbation is defined as an acute worsening of a condition. Thus 
associated with COPD, an exacerbation can be defined clinically as a 
complex of respiratory symptoms (i.e. new onset or worsening of more 
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than one symptom such as cough, sputum, dyspnea or wheeze) lasting 
for at least 3 days, the exacerbation in COPD being characterized by 
eosinophilic and neutrophilic lung Inflammation. 

Experimentally, inhalation of llpopolysaccharide (IPS) induces 
an inflammatory response with eosinophil and neutrophil Infiltrations 
that mimics the inflammatory response seen during an exacerbation in 
COPD. 

For this reason, the model of acute lung Inflammation induced 
by LPS inhalation is a used model to study exacerbations In COPD. 

6. To emphasize the wide spread application of the LPS inhalation as a 
model for exacerbations In COPD, we have attached a list of references 
wherein the model Is applied. 

7. In addition to the general understanding that LPS inhalation is a 
recognized model for exacerbations in COPD, this approach is also 
valuable for proteomtc studies Identifying the pathogenic pathways- 
involved in the progression of COPD* 

8. Examples of practical applications of the model has been highlighted in 
- several scientific publications (Brtgham and Meyrick, Am Rev Respir 

Dis. 133:913-27, 1986; Wagner et al„ Am J Respir Cell Mol Biol 
20:769-776, 1999; Arsalane et ah, Am 3 Respir Crit Care Med 
161:1624-1630, 2000; Ridger et a!., J Immunol 166:3484-90, 2001). 

9. Conclusively, it Is without no doubt that exacerbations in COPD occur 
commonly and are characterized by an inflammatory pattern including 
the release of several cytokines and ceil adhesion molecules enhancing 
the mainly bronchial neutrophilic inflammation. Importantly, LPS 
Inhalation is a recognized model to examine the effect of exacerbations 
in COPD. 



/ hereby declare that all statements made herein of my own knowledge are true and 
that ail statements made on information and belief are believed to be true; and 
further that these statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine or imprisonment, or both, 
under Section 1001 of Title 18 of the United States Code and that such willful false 
statements may jeopardize the validity of the application or any patent Issued 
thereon. 

Date: June 13. 2005 . By: Dr. Else Tannesen . — . 
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Am 3 Respir Cell Mot Stol 20:769-776, 1999, 

3. Arsalane K, Broeckaert F; Knoops B, Wiedlg M, Toubeau G, Bernard A. 
Clara cell specific protein (CC16) expression after lung Inflammation 
induced by Intratracheal lipopolysaccharlde administration. Am J Respir 
Crit Care Med 161:1624-1630, 2000. 

4. Rldger VC, Wagner BE, , Wallace WAH, Hellewell PG. Differential effects of 
CD1S, CD29, and CD49integrin subunit inhibition on neutrophil migration 
in pulmonary Inflammation. 3 Immunol 166:3484-90, 2001. 

5. Bozinovski S, tones 3£, Vlahos R, Hamilton JA, Anderson GP. 
Granulocyte/rnacrophage-colony-stimulating factor (GM-CSF) regulates 
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NFkappa B and AP-1 in vivo. J Biol Chem 277(45} :42808-l 4, 2002. 

6. Timmer W, Leclerc V, Blrraux G, Neuhauser M, Hatzeimann A, Bethke T, 
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In exercise- induced asthma and leads to suppression of LPS-stimuiated 
TNF-alpha ex vivo. 3 Clin Pharmacol 42(3): 297-303, 2002. 

7. Spond J, Case N, Chapman RW, Crawley Y, Egan RW, Fine J, Hey JA, 
Kreutner W, Kung T, Wang P, Minnicozzi M. Inhibition of experimental 
acute pulmonary inflammation by plrfenidone. Pulm Pharmacol Ther 
16(4):207-14, 2003. 

3. Frankenberger M, Menzel M, Betz R, Kassner G, Weber N, Kohlhaufl M, 
Haussinger K, Ziegter-Heitbrock L. Characterization of a population of 
smalt macrophages in induced sputum of patients with chronic obstructive 
■ pulmonary disease and healthy volunteers. Clin Exp Immunol 138(3): 507- 
16, 2004. 

9. Laan M, Bozinovski S f Anderson GP. Cigarette smoke inhibits 

I ipopolysaccharide- induced production of inflammatory cytokines by 
suppressing the activation of activator protein -1 in bronchial epithelial 
ceils. 3 Immunoll5;173(6):4164-70, 2004. 

10. Juergens UR, Engelen T, Racke K, Stober M, Giltissen A, Vetter H. 
Inhibitory activity of 1,8-ctneot (eucalyptol) on cytokine production in 
cultured human lymphocytes and monocytes. Pulm Pharmacol Ther 
17(5):28I-7, 2004. 

11. Nevin B3, Broadley KJ. Comparative effects of inhaled budesonide and the 
IMO-donatIng budesonide derivative, NCX 1020, against leukocyte influx 
and airway hyperreactivity following Itpopolysaccharide challenge. Pulm 

. Pharmacol Therl7(4): 219-32, 2004. 

12. Bozinovski S, Cross M, Vlahos R, Jones JE, Hsuu K, Tessler PA, Reynolds 
EC, Hume DA, Hamilton JA, Geczy CL, Anderson GP. S100AB chemotactic 
protein Is abundantly Increased, but only a minor contributor to LPS- 
induced, steroid resistant neutrophilic lung inflammation in vivo. J 
Proteome Res 4(l):136-45, 2005. 
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Ntta I, Hollander C, Westin U, Janciauskiene SM. Prolastln, a 
pharmaceutical preparation of purified human alpha 1-antitrypsln, blocks 
endotoxin-mediated cytokine release. Respir Res l;6(l):12, 2005. 

Ouagued M, Martin-Chouly CA, Brlnchault G, Leportter-Comoy C, Deplnce 
A, Bertrarvd C, Lagente V, Bellegulc C, Pruniaux MP. The novel 
phosphodiesterase 4 inhibitor, CI-1044, inhibits LPS-tnduced TNF-alpha 
production in whole blood from COPD patients. Pulm Pharmacol Ther ■ 
18(l):49-54, 2005. 
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Personal data 

Else Tonnesen, Professor, Consultant Anaesthesiologist, DMSc 
Born August 28 th 1948 

Dept. of Anaesthesiology and Intensive Care 
University Hospital of Aarhus 
Noerrebrogade 44 
DK-8000 Aarhus C 

Tel. +45 8949 2869 
Fax +45 8949 2880 

e-mail: etonn@as.aaa.dk 

Private address: Filosofgangen 1, DK-5000 Odense C 

Tel. +45 6611 5258 

e-mail: e.tonnesen@dadlnet.dk 

1968 Advanced level in mathematics and physics 

1 975 Doctor of Medicine, MD, University of Aarhus 

1984-87 Clinical assistant, University Hospital of Odense 

1988 Authorised as Specialist in Anaesthesiology after education in Sweden 

(Falkoping and Malmd), Esbjerg Centralsygehus and University Hospital of 

Odense 

1992- 95 Consultant and lecturer at Dept. of Anaesthesiology and Intensive Care, 

University Hospital of Odense 

1 993- 95 Vice Rector of the University of Southern Denmark 

01 .09.95- Professor and Consultant, Department of Anaesthesiology and Intensive 

Care, Aarhus University Hospital 
01 .02.02- Vice Dean at the Faculty of Health Sciences, University of Aarhus 



Research activities 

DMSc in 1989 from University of Southern Denmark with the dissertation "Immunological 
aspects of anaesthesia. With special reference to NK cells". Has published approximately 100 
original papers and reviews in addition to case reports and other publications. Eight book 
chapters. Three chapters in textbooks editorial process. More than 150 speeches/poster 
presentations and approximately 35 guest lectures. 
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